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(54) PHARMACOLOGICAL COMPOSITION FOR TREATING VAGINAL INFECTIOUS DISEASE. 
CONTAINING BACTERIA OF LACTIC ACID BACILLUS 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a pharmacological composition based on a Lactobacillus 
brevis suitable for effectively treating vaginal infectious diseases (e.g. vaginitis and colpopathy). 
SOLUTION: A Lactobacillus brevis is used for producing a pharmacological composition for 
treating colpopathy and vaginitis. The bacterial group includes species of Lactobacillus brevis 
and Lactobacillus salivarius subs. Salivarius. The bacterial group comprises these species mixed 
with one or more species selected from Lactobacillus salivarius subs. Salivarius, Lactobacillus 
Jensenii, Lactobacillus minutus and Lactobacillus gasseri. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiner s decision of 

rejection] 

[Kind of final disposal of application other than 
the examiner s decision of rejection or 
application converted registration] 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's decision 
of rejection] 

[Date of requesting appeal against examiner s 
decision of rejection] 
[Date of extinction of right] 



http://wwwl g.ipdi.ncipi.go jp/PAl /result/detail/main/wAAAsMa41 gDA41 1 322621 ... 2005/01/1 7 



mB^m^nrf a p) (i2> §| f|# ^ ^ (a) 



i^Pil^l 1-322621 



(BDlnta* 
A6 1K 35/74 
31/00 



6 15 
6 3 1 



FI 

A6 1K 35/74 
31/00 



A 

6 1 5B 
6 3 IC 



(32)»5feB 
<33)tf:$^li^!KS 



«rR3pio-352873 

¥jSclO^(1998) 12^110 

9883026 4. 2 
1998^4^305 
^^UT (IT) 



(71)taKA 598170981 

Rena t a Maria 
AVARIERE Ved. 
Y 

^^urm. 20123 
tfz • XX • ::r;i'y-7. 11 

<71)ffi||A 507032479 
^3fD 10 



An n a C 
VESEL 



(54) %mfmm<omm^^r^m^t^^mmT^it^<Dm^mmm 

(57) [^;^] (^iE^) 

•yr v»^x -if y-yr y':>x#s. h^>*^;ux • $p 



(2) 

1 

im^, 2 ] W^W 1 «cfB*8<D^-r* or. BBlBSL 

• -y-y -^/t i;-?^ -t*-'; 
[13*114 } m^m 1 7!iS3 o<5in*» i mic^m<D^ 

10' ' CFU/q Oigg[-CMffl 3 n S fiM. 20 

Cii^ 5 ] in^m 1 7!iS4 ©fsm*^ i ^{cfetg©^ 

hv^i^jux 'Zfx^'yH ;^*jj;iyf5 4' h-'^i'Ji/x • U-y -i^ 

[iS*31 8 1 7 {CiEtg(DifflfiS!B»-C* or. tfriB 

y-f ;^ • -y-'j-yT y ■t'Xffia. ^-'^*^^-'^;^ • -:-^i> 
X- 5 5?-:;y^*$J:0*5 4' F-'^i^-iUX • //■feyjaie.StR? 40 

?LKiTB5Si©iPSg3&s, 5 4' hMjx^ux • yu-y^x. 5 
4? • •^^j'^r y •^>^ • -y-y ^i'5:^ffia*sJ: 

[if ^ 1 0 ] if 3}?^7 7!iM9 ©Mn*^ 1 ^(clfijg© 

fflfiSi^-c*o-c. mt2mmmm<omwLifi. vf nm 1 

' CFU/q ©tSar-ffiffi ? tl -5 iffi^. 



#P§iPl 1 -3 2262 1 

2 

•5. 7 7!)S 1 0 ©{5Itid> 1 ^(ciaiSoMfiS®. 

[It^ 1 2 ] mjf^m 1 1 «:ffi*s©fflfiS!g»-c*r>r. 

Jiii^j <fc 15^ s titcmm<Dm<D%m^m^^^^-r z>'pu 

<^>}Sj^si3Ji©iifflM]SS(miia:«^. &Pimm(ommwLtiim 

[S^i!«©i¥iHB^i:lftBJ] 
[000 1] 

tll?«©^-r'5fi?fl5^if] *#SBJ«, fL®!ff®)l«5H(i 
actobacini)©!|tS©S*. iSSS^*?^af-rS^fi«) 

(0002] 

BK|g{bpJtfe'5r«>?©*fflM*^^*-rS. Ctl6©«Bf® 
W. ^<©JS^. f»SB^«i1-«:J:S*:t4^S3^©® 

[000 3] ^< ©^^> mnmmBsm<Di^i&\^-^& 

g|.m©ji^fK:B. ^^tt»^'^4»»^©ji©ig^!a 

ife]g©^«:4BWS!S^d5JMEg<!:^cSpJtfeK 
3!H*0. M-5«^=^A*^B5^-5fc«{)©?artSIS (lu 
D) ©<gffli©tBMK^*i??a-r-5o 
[0004] IfflfflttJfiifeB. ^^t^f-ci 7=;^^ (Bacter 
oides) . U^/ha-v^J^JS (Peptostreptoc 

occus) , ^•T'h^i':^?;^)! ( Peptococcus) , ■=et;l'> 
4';^ • 0.-'^+':^ y;^ (Mobiluncus G. vaginalis) itU 
ibi-r*^«©Ht«ttiHM*i. ?LiWTMK©SfflK:«t> 

o tii^i^ccaffts n/c c i {c^Eg-r •5.Sia5i©tBs:fP 

ffl©*g^. I®a£-rs. C©IE<l^ffif-C«gN«/5:$ijaS;tt»jiJ 

u^btifjii^ifi. s!**i^8i-c*s. se©aj*=s:* 

tt)Bife©^»»Wtc^rB*5*:tt© soxim&mt 
*«ttlniT-5iStC'?-©flS*Jtt»D-r-5> : {^tpLtaifih. 

^m.%ifim^mx»> s <b snr t,»^ct>, 

[0005] JfflffittSiSlB^^ffigll^^CJ^S-C 4,^*5. * 
[0 0 0 6] ^©4-3©^^©3j@E««:^-C»*Sl©^ 

{ 1 ) mMv:^mti>i^-\Sc.<Df^mmm^wm : 

(2) pH 4.5 Jei±©BaSft : 

(3) Jiem : tecfcO• 
( 4 ) lox *K<t* y -^7 A©ES»nB>r* fcat^M^©^^ 

a5iB»©fflR±tt©*C» (s^>f : Whiffs test) . 



^mi:^mt-r?>. ±nE<Dmmt, isi-'jzi^i-yf. (t. 

vaginalis) (Candida: ±^®^r© 

Candida albicans) ©^RffjS^tC j; O^lto^^. Mg? 

c 0 0 0 7 ] &mcisi-f^mno:)^mit. ^mff^mm 
[0008 ] 0-m(D%wmmm<Dfmiiimmi3:^-ii:i± 

M^ifflM(e?!i^t*> yh-'ymmm : staphviococcus){3:$i 

[ 0 0 0 9 ] i^iiiF 115^5176911 «. ^Am^WfiCis 

r 0 0 1 0 ] C©S:SW. JWT®*fflffi!S : ^ h /^i/jl, 
• ^742^ ; Lactobacillus casei) . 

-^'X-fei; (Lactobacillus gasseri) . ^ 
V'^'^)V:i. • (IS»lLiSff»: Lactob 

acillus fennintum) , ^ i> VJ^i^)]/7, ■ tj-^-i • 
- K:7"^>5»^l'A#a (Lactobacillus casei subs, ps 
eudoplantarum) *Sj:U^{' • i> 

(Lactobacillus crispatus) : fC-^C^T-aSL, lo' 
e^lO"" CFU/q> $f*0<«i(it) i(f CFU/g CC^ffflSja^ 

[coin C©3»CCfci,ir«»|^3n 

hy?'>;l.;^ . 7x;U5 (Lactobacillus fenn 

intun) *<i:<?KS^i Lr, IxltfCFU/q ©^8KT^^•C 



(3) '#^¥1,1 -322 62 1 

4 

ll.®^*?i&S-rS^^8«)iffifi£i^>£t{iiTf--5/cJi>©!il. 

m^^t^ihi>ctt. cn6©ifflfi)5igj*s. «BeiSffi-c i 

xio* cnj/q (B6ig rcFuj r=ia--jf$jj£^{ij 
w-rs) r^At?*^ci<ti&ifc^-r-5«)©T-*^. 

fcjrOJBJcst). E{£:^©^iiM]^f*9{c^£t!(t-SB$j£te 

[0013] se^r. s^ifea©?L^^Ta)i©MS!*/c 

[0014] !^(c. ««'-.©&#{cJ: OffiA^^cWJatt* 

[0015] M^r. ^^mmmommt.. msm 

«.!effMiS©Jt^e5j{c^S6/c«tt*fi|«r#StE^* 
[0016] 2{:ffig(iA6«. ?LSJffgM©illS*»iS(c 

30 «:li«r*.5Ci*BttlLfc : 

<mifi-^m\.z.ts.^ (Ctifc4:0. J:S©SgSW4{c*jW 
*«M148t*!Bji©|5^et/ffitt*i5^$^^^) ^cjffcst 
^i^tectiy-'jgjg^c PH ^^t:©|iia*spjtg(crjs : 

( b ) m^^tiic^wm^m^aypti^ i 1 K 

( c ) m^^kxicmmm^mmkoypti< i i He 

La aB«S's©:<7>e;'i/ • r;i/f *>x©}gs>&sg^e«j{c 

[0017] 

«. ±ie©tt»*nIte/j:|iBOK«*cSiJaL/. ^mt.^. 
*©^ffl*ijm^ («;?.«)e^^*j<to')^i^m^) ©ja 

50 fflJSii«-«i«-rsciT*5, c©*{cBgi/. *miSA 




5 

[0018] ^^m<ot^—o(Dmmit. %mf®mm 

[0019] *l%HjcDfg)5:6aWW, -?-©if>tC^W3 10 
[002 0] 

©H-coWBtt^ *^??©SW*i, gl^-^-Cffll^en 

[0 02 1 ] 4>5— 0(DfliM«C*Jl>-C. *^Bjcr)@6«) 
[0022] 

yiv'^U:^ •■*)■>) 'tfy V:?:^ - I)- 'J 'J •i';^ffia(Lacto 30 
bacillus salivarius subs. sal1varius)> •7^' 

• — -f (Lactobacillus iensenii), ■5^' h 

/^i^fV:^ • * 7" (Lactobacillus catenafonn 
eX '^i' V^^i^S^:^ • 5 3t'>X (Lactobacillus nrinutu 
s)*$<fcaf^ h • :</XH2 'J (Lactobacillus gas 

seri)*i6.j§JR34a/c?L^*TSil<D ifeLhCDffiiOOiE^ 

[0024] i&mzi^i>-<.isw^mmw,<D^miW&-t 

-7d' h/^'S^Jl';^ • 4 7s ATCC 4006 4Bj:iyf ATCC 

14869 

ATCC 11742 

-■7 I- • ;t/x-b atcc sssttas. 
10 02 5) f<TCC\t, Tj")tf> • H • :fy)l>^i' SO 




^ga^ 1 1 -32262 1 
6 

— • 3 Ui'S^H >(12301 Parklawn Drive, Rockville, 
Maryland 20852, USA)*,^^^-^ 

[ 0 0 2 6 1 » * L < ». *:^BB«cSe->t:fiOTSti-2>iM 
a©gf^{c}i> 10' *»6 itf^ CFU/g. iO, 

WS;0<« 10^ *»e> 10" CFU/q> S4>J?*L<« 10* 

i)>h 10" CFU/g J:0iSiagi«cS?SS-C$Sn.5. 

" CFU/g ©jis-c#arrs. 

[0027] l^l«^Si@#!g9». i$i^^!^-C« 

[0028] ^m^m<ofcit>o:^^<om^mmm 

jsm^t. 1 ®*ft:«Mm.$n/cs?ffiB$H^w-r§ 2 

[0029] #{C. :*:^B^©M^WfflfiS^?5«. ^Jli t> 

BBS*g^^l:i!>^c< it 2 tSo-cai^sp 
[0030] m^ii. :ifi^m<om^m&fmit, 2 m 

3*© 2 e«. i^ffllJJl©ffl®*S 10-25 » ({»JA«. 15-2 
*fflSB. i1-MJl(Cig|l5-C 25-50 ^ 30-40 

[003 1 ] *:^Bj©jf 3; ti^^sitctet^T . m.^m 
immkx. */c, e:-^®©t![^ra©ra. ph * 3 

t S.5 ia{c^*tiSJ:5Cc^^{tL«IJfr4Ci36inj 
r^UnJUi-^K. 5'x>KSl/<»B^K^©^K)K:ft= 

iS3ti^-s«Rta«i. < B*«©iiK©<5in*>3&>6a*?s 

m 3 nfc^g^i «s©fts: L/c«ij©^^wtcfFif 3 ti s 
H « 4.2 ifh 4.5 ©laiKigffiYbsn. o< ^wm 

[0032] ll«C, ^^BJoiJgiJJC^tf C <!:*<uiet)tc« 

U< «ffe©lS^ffi14;^7-t3-^ Kffl (0.01 tf^h 500 mg/ 
g) . Vimm. *iJ:CXttlSffJ (EDTA. K7= 

-)\^ (0.001 6 1 mg/g) jBi:0*/*?c«{fe©jh.'U* 



C5) 



yn^^> dvcodaine) isJ:U^m(omWimE^m. 

[0033] m^<omn^tifcmm±(Dmm^ci(ii.\ m 
[0 034] :^mM^-m{tLx^Lx^fc^\ mm 

[0 0 3 5 ] 

immm: m i ] 9mf^mm<D Heia mm^omm 

iSfife : Minimal Essential Medium)tpr. ^Mt lyXM-- 



10 



20 



30 



<^1 > 



^mW- 1-. 1 - 3 2 2 6 2 1 
8 

**JUf*3tCigaf?^;^;«7/N--y^;3: (24x24fmi) 
^ffll^r^Stb/Co ^^c^MOft. iml CD HeLa 

1.2X10^ cells/ml (o^&xmmb. my'i^-h 
^24 mm. 3ra 5%ca #H^Tccr^>+^-s:^ 
b;^c. g^#f*^(?)srifc, ^xommn^ MEs->^n>^.-tf 
r^:^7JU^^^--(Difco)4i(cMi./c« JtStt^f^^T (15% c 
Or) tcr 24ffi?^. 3rc -e-r^^^-^^i^a^t/c 

heneci)j mic^xmm<Dum^n'f<.^i.>x-m^ >^ 

naeroqen)J CQxo1d)^^a^•r-5^$^;5c/^' ^^^A^/ci^i- 

mo^m^^. mmo:>mm(o±x. 37-a ■7>7pjf^tt 
bmmx 4^m. mmo. ykxmmbtc^^AV'^^m 
5x10* $ffis/mi (ommxm^titc. 

[0 0 3 6]f#6n;^*S«^^ltC^t/c, cnccj: 

^ cfc CX^ h X • 1f »; y . ^ ij ^ 

(Dm^:hi>x. mmmmmm^iE>titc. m^x. 

[0 03 7] 



A) L.fyr rV-JX- 
(ATCC 11742) 

B) L.r 

(ATCC 4006) 

QL.r i/r -fx 

(ATCC 14869) 
D)L.m/>- 
(ATCC 33197) 

(ATCC 9857) 
F)L.**fJ 
(ATCC 8530)o 



15 



35 



35 



10 



mm<om^oo 

60 



100 



(a) 



100 



45 



16 



19 



(6) 



11-322621 



10 



[0 0 3 8 3 ms^mmmm^. mrnmrnimji-ytcit 
g{csiRb/c 300 (Dmm<oj'<-'\2>r'-z>t. mmm 

[003 9 ] 

[0040] ?LKfFSS©Ci:^>i^^fPffl 

[004 1 ] nmfmmomk^. bmm^c^r^ lo 

r^U-h±CC^S5#/t^® HeLaJfflta^. 5x10 

' fflM/mi 5x10- KM/mi (^)^igsr PBS 

<*2> C.r;H:r;t?>;^(D Hela 



BS *-e 5 lilSfe^L, ^'Y-yv^>*yT;Uh^*44a<i: 

KRL/c?LKffSacr>^r*s. HeLa iffliaKlWT^ C.T 
c^-So L.:/u»y^;?; atcc 4006 3(?i. gt>iSc^Pl#ffitt 

/Co 

[0 042] 





#^iifflia % 








CA2 


68 




5 




C^3 


61 




7 




A)L.W7yW- 




54 




10 












ATCC 11742 














95 




20 


ATCC 4006 










OL.*' W 




15 




6 


ATCC 9857 














13 




8 


ATCC 8530 










0>i2 + A 


52 


55 


3 


10 


0\3 + A 


43 


54 


3 


11 


CA2 + B 


44 


99 


3 


20 


CA3 + B 


34 


99 


2 


20 


0\2 + C 


48 


15 


4 


6 


OSi3 + C 


57 


16 


5 


5 


CA2 + D 


61 


12 


5 


7 


C^3 4- D 


58 


12 


5 


7o 



[0043] *SS^W^IS^©/cSi)<DS-KffMS*J<fc 

[0 04 4] [«^3] wimmw<cj;:i>mmt^'mm. 

i^f-*. 37*C-C 3 H. -Y>+a'<— >3>L/C«. 
[0045] ^<Ol3mK.^ 0 . ^«ffl^«fiipK:#iSE^a 



[ 0 0 4 6 ] * 3 ic^j^ L./c»i3ti/ci|iSii». 'J 

• ATCC 11742 *J<fci>' L.*'X-fe 

y AT<X 3857 ifi H,Q, ©^^{C*f (✓■CPH^'C^-^/cC 

[0047] ATCC 8530 t*H*a©l^ttlb*3 

Ctihommi. ?LKffliffi«CJ:S H,Ci il^t. HeLa 
ifflia'NCD c.r;ue*i^x<DS^{c*t-r5li®S(cj:S 



(7) 



[0048] 



n 



•i^ra¥L,l - 3 22 62 1 
12 



20 



mz^X M«(ATCC U.742) 
(ATCC 4006) 

CATCC 14S69) 

D) 7^'M' y/t'X-;?* X-fei; 
(ATCC 3857) 

E) L.**^ 
(ATCC 8530) 

[0 05 0] immmm<Dm 

[W4] m^t. L.:/b»y^X ATCC 4006 L. 
V-V^rV^>^ •t^V^^'j^X®^ ATCC 11742 ( 1 : 

XIO* ^ CFU/q) i ^^^-r ^^(D^ffitt^^-r ^^jk 

&(^^mm^^mmm 500 mg 

^® 350 mg 

h»^^nn^^7^>:/> 200 mg 

67 mq 

[0 05 5 ] mmmmm^ 27oum <o^ v t^p^itmiy 

^ : ^-Sl^CCgft^fj^^j^^c. 279 Aim j>i ^ty^ 

J^CS^r, ^'-^^'^ T2A§5[$+1^^(TurbulaT2A type 
mixer)*r 30 ^mU^T^. C'^l.xmm^m 



30 



[0 0 5 1 ] ilBOfflfiJc^Wt-^i^Srj^Mi^-r-S/c^?) 

[0 05 2] S^rt^fcc/c-cu^:, h(c. ;j^{c. Mfe^r 3 

^{'^^Stb. ^^l«Ccl:Dfimigm« 1200 mg (D^^j^ 

[ 0 0 5 3 ] y T^^:?rcciHiScD^^^M(,=»/ci c 

5. ^6n/cSJijf(J<Z>HB«l^raCd,sgregating time) 
ij^ 15 »X$>^. 

[0 054] [W5 ] mWt. m 4 ii^f«C?)^*!^e 

sar*''^"" 



50 



500 mg 
560 mg 
SO mg 

18 mg 

19 mg 
3 mgo 

mg (O^i^mM^nhtl^, 

[ 0 0 5 6 ] ^ ^ y Tmmio^cim(Dmm^mi<^fcm'& 

O^m. 6n/cSigSrj<D^mr^(d1sgregat1ng tim 
e)«. m 30 ^r^^o 

[0 05 7] IMG] mwt. m4t^m(Dm^^^m 
[0 05 8] ^m^mmm'f(D^m^mr^m:)^m 

250 mg 



C8) 



13 



14 



240 mq 
41 mg 
30 mq 

30 mg 

[006 0] mmmmmiiC^r^^ u h t*. m a 
[006 1 ] mmmam<D±M^ u-jbt. tsMtsnihm 

* :XU:^ * ^ \ Manestv Layer Press thpe) 

[006 2 ] mmmt,. mmm^^ 1200 mq x$>^. 

Ctl\t^^ 600 mq <D 2 mtf^^K>. fi-^^®*^ 250 mq 
•;r|gS*{Ct2^(DSg*ee«L/clia«W»Cdisqreqat 

ing tGst)u:«u. Mmmmm(rcmLX{m 15 ^ 

gating time)^t#/Co 

[006 3 ] [m] 

^ss.^ : 1 q (DMA tmm<Diiim9^mi^^fmm 
mj&m : 2 . 5 g o¥^jss^ »; -fe «; ksh^jj; y^^^ :^>r ^ 

[0 06 4] ims] ^ 



[0059] 



11-322 62 1 

6 mg 
2 mg 
1 mq» 



250 mq 
2S0 mq 
50 mq 
9 rnq 
10 mq 
1 mgo 

^mmnm dog <d^^->^) 
fsttia^ : 1 q (Dm4 tmmo^mi^ism^mim 

MMm::i<^mit'yyV>aq). y'fe';>ffl(2q). t^^5=- 
>(3q), Sia(4g). 
[0065] [t^9] 

20 mm 

byhSSClOml) : ^•;-feD-;l/ 3g ^J:^ 10ml CC+^^f 

[0 06 6] [mi 0- 1 5] m^-^^^Q^^ mmm(o 

L.r^U-y^ X ATOC 14869. L.1^ V r U »^ X • 1f 'J ^ 
ATCC 11742. {..iiX^^} ATCC 9857 

<D«^ 1:1:1 ©S(i^*:>635:^e»*®f^saiigia»jS 
30 [0 0 6 7 ] pij4 36^6 1 b^c-h\.^xn^ntc±x(om.^ 



(72)^ig# U:^-^ • vur • riyi- • ^^-t'^^*Vx- (72)^eB# ^"y^f^t . 

. ^ K • -^-feu- 5? 'jra. 00040 r^uf^r (n--^) , 

-f^fyrs. 20123 2^^(xAr-Y). t^r • >?:t-p. lo 
err • xj:^ • sf-iuy--^. u 
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